Background: The study aimed to assess the performance of a multidisciplinary-team diabetes care program called DIABETIMSS on glycemic control of type 2 diabetes (T2D) patients, by using available observational patient data and machine-learning-based targeted learning methods. Methods: We analyzed electronic health records and laboratory databases from the year 2012 to 2016 of T2D patients from six family medicine clinics (FMCs) delivering the DIABETIMSS program, and five FMCs providing routine care. All FMCs belong to the Mexican Institute of Social Security and are in Mexico City and the State of Mexico. The primary outcome was glycemic control. The study covariates included: patient sex, age, anthropometric data, history of glycemic control, diabetic complications and comorbidity. We measured the effects of DIABETIMSS program through 1) simple unadjusted mean differences; 2) adjusted via standard logistic regression and 3) adjusted via targeted machine learning. We treated the data as a serial cross-sectional study, conducted a standard principal components analysis to explore the distribution of covariates among clinics, and performed regression tree on data transformed to use the prediction model to identify patient sub-groups in whom the program was most successful. To explore the robustness of the machine learning approaches, we conducted a set of simulations and the sensitivity analysis with process-of-care indicators as possible confounders.
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Conclusions: DIABETIMSS program had a small, but significant increase in glycemic control. The use of machine learning methods yields both population-level effects and pinpoints the sub-groups of patients the program benefits the most. These methods exploit the potential of routine observational patient data within complex healthcare systems to inform decision-makers.
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Background
In Mexico, type 2 diabetes (T2D) is a major public health concern. The prevalence of this condition is above 9.4% in the adult population and increasing [1] . T2D is a chronic disease characterized by a progressive loss of β-cell insulin secretion and frequent insulin resistance [2] . In poorly controlled patients, the chronic hyperglycemia causes damage of multiple organ systems and development of micro-and macrovascular complications. The manifestations of microvascular complications are nephropathy, retinopathy and neuropathy. Macrovascular complications are coronary artery disease, peripheral arterial disease, and stroke. These complications are accountable for most of the morbidity, hospitalizations, and deaths that occur in patients with diabetes mellitus [3, 4] . A recent meta-analysis of 28 randomized trials that included 34,912 T2D patients found that targeting intensive glycemic control (HbA1C < 7%) reduces the risk of microvascular complications, compared with conventional glycemic control; yet, it also increases the risk of hypoglycemia and did not show significant differences for all-cause and cardiovascular mortality [5] .
The Mexican Institute of Social Security (Spanish acronym IMSS), is the most extensive health system in Mexico with nearly 65 million affiliates provides care to approximately 3.8 million T2D adult patients. The growing demand and healthcare requirements of T2D pose a heavy burden for family medicine clinics (FMCs), the frontline of IMSS healthcare. T2D patients are the second cause of consultation at FMCs, and those with acute and chronic complications, including comorbidities (i.e., hypertension) are among the top ambulatory and emergency consultations and hospital admissions [6] . Furthermore, T2D has substantial economic consequences, since in 2016, diabetes expenditures alone accounted for US$2.5 billion [7] .
T2D is a complex chronic condition that requires multidisciplinary healthcare and strict patient's adherence to reduce the risk of acute and chronic complications. The primary goal of T2D treatment is to reach glucose control (glycated hemoglobin -HbA1C-below 7%). Conventionally, IMSS FMC consultations and follow-ups for T2D have been provided by a family doctor including physical examination, laboratory tests (i.e., blood glucose) prescription of treatment and self-care counseling. The family doctor refers patients to the dietitian, social worker, ophthalmologist or other specialists for a consultation, but the frequency of referrals and waiting time to receive multidisciplinary care might last several weeks or months due to the limited supply of these specialists and the increasing demand of patients with T2D. An analysis of the electronic health records of 25,130 T2D patients found that only 13% were referred to an ophthalmologist, 3.9% received nutritional counseling, and 23% had HbA1c < 7% (or plasma glucose ≤130 mg/dl) [8] . Though there are specific clinical guidelines for T2D treatment, care is irregular and uncoordinated [9] . Evaluations of patient outcomes of FMCs at IMSS revealed less than 30% of T2D patients achieved HbA1c below 7% [10] [11] [12] .
The need to improve health outcomes of T2D patients prompted IMSS to design and launch the DIABETIMSS program in 2008. DIABETIMSS is a comprehensive model of care that fulfills the Chronic Care Model attributes [13, 14] . The building block of DIABETIMSS is a multidisciplinary team (medical doctor, nurse, psychologist, dietitian, dentist, and social worker) that delivers coordinated and comprehensive healthcare. In addition to regular consultations with the team, T2D patients receive individual, family and group education on self-care and prevention of complications. Only T2D patients with less than 10 years after diagnosis and without severe chronic complications are eligible to enter DIABE-TIMSS. The primary goal of DIABETIMSS focuses on improving patient's self-care and achieving glycemic and metabolic control (reducing high blood pressure, cholesterol levels, and excess body fat, among others). Ultimately, DIABETIMSS care is expected to avert acute complications, reduce demand for emergency services and hospitalizations and delay the progression of organ damage.
The program has expanded gradually. Currently,~91, 000 patients attend 136 DIABETIMSS program modules distributed throughout the country. DIABETIMSS introduced healthcare delivery changes for which an effectiveness evaluation is worthwhile. Previous evaluations of DIABETIMSS reported improvements in patient selfcare and reductions in blood glucose levels. However, small samples and lack of a control group limit drawing robust conclusions [15] [16] [17] .. In fact, in complex health systems, such as IMSS, it might not be possible to evaluate a new program by design, as it can be impractical to randomize the initiation of the program across different clinics for logistic and organizational reasons; therefore, to evaluate the impact of a program one often must rely on observational data.
A new trend of statistical approaches such as machine learning methods (e.g., the approaches used herein: Targeted Learning [18, 19] and Super Learning [20] ) have been developed to use routine health data (e.g., electronic health records) to adjust for confounding and produce robust results that estimate parameters, such as the average treatment effect (ATE). The use of machine learning to estimate the data-generating distribution avoids assumptions implicit in standard parametric methods, mainly when there are many factors that can influence the outcome of interest. The ensemble learning method used in this paper is Super Learning [20] , which builds an ensemble learner by choosing a weighted combination of algorithms (candidate learners) to optimize the predictive performance using (V-fold) multiple cross-validations. Some of these algorithms could be parametric models, while others could be machine learning algorithms. This ensemble learner is proved to achieve oracle inequality, which means that it is optimal in most typical situations where theory does not guide on which algorithm will be most successful for a given problem. This method allows straightforward generalizations that can accommodate complex data structures, including missing and censored data. If the relevant variables have been measured (such as all confounders of the intervention), this method allows for meaningful use of the routine observational big data to obtain results with a reduced statistical bias on the health programs effects useful for decision-makers, particularly in resource-limited settings where large scale trials are not possible.
The availability of the new statistical techniques provides a unique opportunity to ascertain how the combination of routine clinical data and statistical algorithms serve to evaluate the performance of the program. Therefore, the objective of the study was to assess the performance of DIABETIMSS on glycemic control of T2D patients, using available observational patient data and machine-learning-based Targeted Learning (TMLE) methods.
Methods
We performed secondary data analysis of the electronic health record and laboratory databases from eleven IMSS' FMCs located in Mexico City and the State of Mexico, for the period 2012 to 2016. The study included six clinics with DIABETIMSS program and five clinics that provided the conventional model of care (Table 1) . The FMCs were selected by convenience and comprised clinics that had complete laboratory databases for the period analyzed.
Study variables
The outcome of interest was glycemic control (yes/no, based either directly on HbA1c levels < 7% or inferred from three consecutive measurements of fasting glucose ≤130 mg/dl levels at the end of each year). The study The adjusted p-value is derived by tting a generalized estimating equations (GEE) with all the predictors, adjusting for patient ID. Then we did analysis of 'Wald statistic' with binomial model and logit link to obtain the p-value. Specifically, the R function is: t = geeglm (formula = indic10 curr diabetimss + edad + sexo + tipo pac + anttab + pesoini + tallaini + imcIni + EdoNutricioIni + facriesg + tot enfcrondiab + SobObes + indic10 prev + year, family = binomial (link = "logit"), data = all complete, id = a l, corstr = "exchangable", std.err = "san.se" anova (t) plasma glucose (< 37 mg/dl). The analysis excluded all non-plausible values that varied among variables from 0.5 to 1.5%. SAS statistical package (V9.2) was used to construct the study variables from the extracted data.
Statistical analysis
We used relatively new machine learning-based estimators of our intervention impacts of interest (Further details of the definition of the parameters of interest, the estimators and methods for robust inference are in the Supplemental Materials file). The purpose of using such methodology was to create an estimation scheme that avoided unnecessary parametric assumptions, where model selection could be automated towards our goals of interest and would return robust statistical inference. The data were assumed to be derived on independent individuals with repeated observations (up to 5 depending on enrollment and drop-out). For the treatment impacts, we estimated the average treatment effect (ATE) which can be thought of as a nonparametrically adjusted mean difference in patients in and out of the DIABETIMSS program [21] . We estimated the association parameter separately by each clinic, but we averaged over the repeated years of the study. We evaluated the ATE's by using a targeted machine learning or in shorthand, Targeted Learning (TL) [18] . To use such an approach, one must estimate both an outcome prediction model and an intervention (DIABETIMSS) model. To do so in an automated and flexible manner, we used a TL approach [18] developed for the programming language R [22] . Internal to this algorithm are initial fits to the distribution (before a targeting step), and that was done using an ensemble machine learning approach [18, 23] . This approach avoids the pitfalls of overly reliance on a single prediction algorithm, allowing for good fits regardless of whether the true model is complex or relatively smooth and straightforward. Besides clinic-specific estimates of the impact of the program, we also created estimates pooled over the intervention clinics to derive average estimate impacts. For all our estimates, we also reported those based upon unadjusted analyses, comparing the proportion of glucose for subject observations Fig. 1 Targeted Learning adjusted associations of DIABETIMSS and glucose control (estimated difference in the percentage of those with HbA1c in two groups) for all DIABETIMSS clinics and all clinics combined (the "All") both in and out of the program. Also, we reported estimates where we used standard multivariate logistic regression for comparison.
We only had significant missing information on the outcome (62% of observations were missing) and performed complete case analysis assuming the data were missing at random [24, 25] . That is, we assumed there were no other (outcome) predictive covariates available to explain missingness beyond what we used in our models; this means that the conditional regression estimates assume the data are missing at random. We performed standard principal component analysis to compare the covariates for patients with and without missing outcome, and another standard principal component analysis to ensure that clinics had a similar distribution of predictor variables among their populations.
Beyond the analyses of overall intervention impacts, we also attempted to identify patient sub-groups in whom the program had the most significant intervention impacts. We did so by using the machine learning algorithms to predict treatment impact on each of the subject observations in clinics without DIABETIMSS program. Then, we used regression tree, specifically the rpart function in R [26] where the outcome was the estimated (predicted) treatment impact, and the covariates were covariates for which we adjusted in the primary analyses of DIABETIMSS impact on glucose control. This method of finding groups with differential treatment impacts can be considered as a tool of precision medicine, and widely used in literature [27, 28] .
To explore the greater robustness of the TL approach relative to standard biomedical (epidemiological) regression analyses, we conducted a set of simulations, and compared the performance of the estimates and the confidence intervals of competing methods. Details of the simulations can be found in the Supplemental Materials file.
For sensitivity analysis, we adjusted for the processof-care indicators in addition to the original adjustment variables, to see if overall associations were importantly different. Thus, in addition to duplicating the analyses, we also look at the distribution of the estimated propensity score. The estimates displayed in this table represent the proportion of subjects with HbA1c < 7% within each group (DIABETIMSS Yes/No) as well as the difference of these proportions in the two groups. We show three estimators as discussed in text: unadjusted, adjusted within a logistic regression and finally using targeted maximum likelihood estimation (TMLE)
Results
The study included up to 78,894 T2D patients that had at least one medical consultation at an FMC during the years analyzed (2012) (2013) (2014) (2015) (2016) . During this period, 37,767 patients were referred to and attended the DIABETIMSS program at least once ( Table 1 ). The analysis of simple unadjusted mean differences found a more significant proportion of patients who achieved glycemic control in the DAIBETIMSS program versus not (30 versus 24%). The recent history of glycemic control was a strong predictor of current glycemic control: 61% of patients that had glycemic control during the last year had control in the next year, where only 18% of patients that had lack of control in the previous year, achieved control the following year (p < 0.01). There was a significant positive association of age and the glycemic control, but the missing observations drove it. No anthropometric nor nutrition-related variables were related to glycemic control. Those that had multiple risk factors had unexpectedly similar glycemic control as those with no risk factors (24% versus 20%). There was a trend of less glycemic control among those patients with more complications related to diabetes in subjects (24% with no complications, 21% among those with > 1 complication) ( Table 2 ). The estimation of the impact of the program revealed that comparing the TMLE results across clinics and pooled ("All" clinics) results, there was a fair amount of variability in the treatment impact; ranging from 2 to 8% improvement in glycemic control, with an overall (pooled) estimate of 5% improvement. Comparing the unadjusted to the two adjusted estimates (standard regression and machine-learning adjusted TMLE) showed strong evidence of confounding by the measured factors. For most clinics, the adjusted estimates were generally more significant than the unadjusted ( Fig. 1 and Table 3 ).
To explore whether some clinics had very different distributions of predictors, we performed a standard principal component analysis (PCA) and colored the points on a resulting PCA plot by each clinic (Fig. 2) , which shows consistent overlap among clinics. This finding suggests that there were no dramatic differences in covariate distributions among the 6 DIABETIMSS program clinics. The results of running logistic regression stratified by clinic also showed a relatively consistent associations of covariates across clinics (Additional file 1: Figure S3 ).
The distribution of estimated individual treatment effect (Additional file 1: Figure S4 ) showed a relatively notable extent of heterogeneity. To explain this heterogeneity, we performed regression tree on the blipfunction transformed data (Y * ) to explore the factors most responsible for differences in the treatment impact. Regression tree is a simple form of histogram regression based on binary splits on covariates. It results in distinct nodes (representing sub-populations) that "best" characterize the variability seen in the outcome (in our case, the blip function). We found that the terminal nodes (the smallest subgroups) vary in their treatment impact from relatively low (2.6% in the leftmost node) to modestly larger than the average treatment effect (6.4%). If we examine the variables that define these splits, if there is a general message, it is that those with fewer existing complications of diabetes appear to have a more significant benefit from the program than those with more (Fig. 3) . This result is not surprising as the magnitude of the reversal of the disease progression is more meaningful and harder to achieve among this subset. However, one sees no distinct sub-populations where either the program is universally effective or vice versa. Thus, for any group, using the average impact estimated (around 5% improvement) is not an unrealistic estimate.
We also predicted the impact on a patient by patient basis for the conventional model clinics. We found that the predicted impact is quite like what was observed empirically in the DIABETIMSS clinics, that is, there is some variation, but one would expect about a 5% improvement in glycemic control (on average) if the program were implemented in these clinics (Fig. 4) .
The simulations revealed that the performance of the TMLE estimator is far superior to the simpler estimators ( Figs. 5 and 6 ). Mainly, TMLE still works in cases when the parametric approaches fail to pick up the confounding and result in poor approximations for the true prediction model. More details can be found in the Supplemental Materials file. The sensitivity analysis that included process-of-care indicators as confounders showed more variable results, but the overall estimate averaged across all clinics did not change substantially (Additional file 1: Figure S1 ). Thus, adjustment by these indicators did not change the main conclusions of the analysis. One can see that the distribution of propensity scores (Fig. 7) has a larger proportion of the distribution at very low values (near 0) when the process-of-care indicators are included in the adjustment set. This result indicates other variable importance results (not included but available upon request) that suggests a weak association of these indicators with the outcome, but a strong correlation with the program, again suggesting they are problematic as confounders for our outcome (HbA1c indicator).
Discussion
The study provides evidence on the positive effect of DIABETIMSS program (pooled estimate of a 5% of improvement in glycemic control) and shows the potential and challenges in using routine observational patient data and machine learning methods to evaluate the performance of health interventions within complex healthcare institutions to inform decision-makers.
DIABETIMSS was implemented to improve diabetes care and health outcomes by addressing three critical elements of the Chronic Care Model (CCM): 1) redesign of the delivery system through multidisciplinary teams, 2) decision support through evidence-based clinical guidelines, and 3) counseling and empowering of patients on self-management. Multiple clinical trials in different countries have tested these three elements, showing positive effects on the improvement of the processes of care and patients' outcomes [29, 30] . CCM has been increasingly advocated for effective management and control of NCDs within primary care [31] . Results from randomized controlled trials that have tested CCMs in primary care contexts in Europe show that compared to usual diabetes care, more patients reached treatment targets for blood pressure, and levels of blood sugar and cholesterol [32] . Experiences with CCMs in 8 Caribbean countries show improvements in baseline to follow up measures of blood glucose control and increases in the proportion of patients receiving a preventive practice or meeting quality-of-care indicators [33] . DIABETIMSS evaluation results are consistent with other CCMs interventions, revealing a small but essential impact of this program with an overall pooled estimate of 5% improvement in glycemic control of T2D patients. Nonetheless, this slight increase in the percentage of T2D patients who achieved glycemic control call for further research, as IMSS' decision-makers require additional evidence to ascertain whether DIABETIMSS provide the interventions of the CCM optimally in compliance with evidencebased guidelines to assure high-quality care and better health outcomes [31, 34] . The evidence suggests that more significant benefits could be obtained through combining all six elements of the CCM that means incorporating the organizational changes that focus on creating a culture and mechanisms that promote safe, high-quality care, including the introduction of strategies to facilitate changes, and management of errors and quality control problems [30] . Another critical element of the CCM is the availability of timely and accurate health information systems to ensure program accountability and provide information for future improvement efforts [31] . The outcome variable of this study was HbA1C < 7%. Since 2000, this goal is recommended by the IMSS diabetes clinical guidelines, independently of patient age. However, since 2016, American Diabetes Association (ADA), highlighted that HbA1C measurement may have limitations primarily in older adults who have medical conditions that increase red blood cell turnover (e.g., hemodialysis, recent blood loss or transfusion, or erythropoietin therapy), which can falsely increase or decrease A1C. Therefore, for adults ≥65 years of age ADA recommends specific glycemic control goals of HbA1C < 7.5% for healthy older adults with few coexisting chronic illnesses and HbA1C < 8.0% or < 8.5% for older adults with multiple coexisting chronic illnesses or instrumental impairments or cognitive impairment [35] . If we apply the ADA recommendation to our study, this could probably increase the effect of the DIABETIMSS on glycemic control of older patients; yet, further analysis is recommended to support this hypothesis.
To date, diabetes research that used machine learning methods, was focused primarily on biomarker identification, prediction of diagnosis and diabetes complications, with low emphasis on evaluation of healthcare programs [36] . Our study is one of the pioneers to evaluate the performance of an ongoing health program using machine learning methods and routine observational patient data to inform decision-makers. The study showed both the potential and challenges in using detailed observational patient data to evaluate the performance of a healthcare program. Though the estimates from standard regression were not radically different from those based upon less biased, machine learning methods, they do show enough difference to be important, mainly when the impacts apply to so many patients. The simulations show that the more complex targeted learning estimator does not harm performance when a more straightforward model provides an adequate approximation. However, usually, it is difficult to know at the beginning of the study whether standard methods will suffice, although, using such methods could increase the risk of misleading conclusions.
The present study shows the merits of using targeted learning approaches to evaluate the average performance of the intervention and explore its heterogeneity across different clinics. The analyses based on the distribution of patient characteristics also provide information regarding which clinics are most likely to benefit from future expansion of DIA-BETIMSS. The information provided could be the basis of informed cost-benefit analyses of DIABE-TIMSS or other programs.
Finally, the study allowed for creating the basis for an analytical framework that can be applied across complex health systems for evaluating programs/treatments using sophisticated machine learning technology but with simple interfaces for non-technical users.
The limitations of the analysis are related to the deficiencies of the available data. First, one of the limitations is related to the inclusion in the analysis of all patients with at least one visit to DIABETIMSS program during the calendar year. We based this decision on the fact that according to the DIABE-TIMSS internal handbook the first visit to DIABETIMSS should include individual patient consultation about self-care with the medical doctor and dietitian and group consultation with the nurse and social worker. It is expected that during this first visit, the patient will receive valuable information and motivation to his/her self-care and continue attending to the group education sessions on self-care. The average duration of the first patient consultation is 3 h. Also, this decision can be explained by the fact that currently, IMSS lacks information on the number of visits and group educational sessions that each patient had in DIABETIMSS during one calendar year that is the usual time of DIABETIMSS exposure. The available information only includes the first consultation with the DIABETIMSS multidisciplinary team of health professionals. This situation impairs to identify the extent of exposure, particularly the optimal number of visits and group educational sessions to improve patient glycemic control. However, DIABETIMSS aim for a patient is to attend to 12 group educational sessions during one calendar year. IMSS could benefit from collecting routine information on the number of individual consultations and group sessions to evaluate the effect of the extent of exposure.
Second, the data had significant missing values, particularly for the outcome, making extrapolation of the results on those non-missing observations more problematic for the entire population. We assumed missing at random (MAR). This is the weakest identifiability assumption we could take and still estimate the impact of the program. MAR is also not identifiable empirically, so it is always non-testable. We found no observable difference in the principal component analysis of the covariates for patients with and without missing outcome (Additional file 1: Figure S2 ). In this case, we had a predictive set of covariates to predict the outcome (and are not missing) and using Super Learner insures that all information about the outcome contained in them is used. This is typically better than most handing of missing data (such as parametric imputation or inverse weighting).
